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gram stain smear from a positive blood culture and do 

in sitrr. hybernization that says that this is bacillus 

anthracis, and it possesses factors A and B. 

And I think that is looked at in a new 

context later, but w are talking specifically about 

the current understanding and state of these reagents, 

l4.iYN WILSON: I think those are good 

points, and 1 think as a follow-up to that so that 

members of the public understand, part of the 

reasoning behind this is not to deal with these 

reagent devices per se, but it is to establish 

predicate devices so that fUtUre devices have 

something to be compared against, because currently 

there is nothing that is approved fur this intended 

use that we can use as a predicate device far a 5~iki 

submission down the road. 

And so I don't think it is the intent cf 

the panel to assume that this is state of the arz 

technology, and that we need to deal with this as <I 

stand alone item. 

This is really part of a larger issue, and 

that is establishing some sort of precedence eariy, 

some of which actually exist. 

It has been suggested, Barth, that wr3 

actually move your motion to the subsequent questicr: 
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dealing with restrictions. If that is okay, then we 

wilJ go shead and move it back there. 

DR. RELLER: Sure, 

C~AI~~ WILSON: All right. Under Issue 

3 then, there are a vari.ety of options that we can do 

for special controls. One is post-market 

surveillance. We can require certain performance 

standards, testing guidelines, and device tracking. 

So I would like to know if the members of 

the panel have any recommendations at this point for 

that, Dr. Nachamkin. 

DR. NAC~~KIN~ Could you clarify for me 

performance standards? How does that apply to this 

class of device? 

CHAIR WILSON: Ms. Schulman. 

MS. SCHULZ: Performance standards, we 

only have very few for very few devices. There would 

be a performance standard written for rule making, and 

I: am trying to think of an example of one. 

DR* GUTW: I would require that you know 

enough about this device that you could say that it . 

would require certain sensitivity or specificity, and 

to then meet that sensitivity or specificity in a 

device. 

so it is very rigarous and labor 

(202) 234-4433 
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intensive, and not very well -- you know, actually, 

the only standard that I am aware of are those 

surrounding chemistry tests like cholesterol and the 

gycasteral hemoglobin, which is a CDC-based standard.. 

and DR * NACHAMKIN : The reascm. I asked, 

the thing that I am concerned about, is that we 

classifying this group of devices so it can be 

for comparison for the future. 

are 

used 

And as Dr. Ng has mentioned, there is no 

data on these tests f and we don't know their 

performance characteristics. So how are we going to 

judge in the future any 510(k)s that come through this 

panel, 1 in terms of their performance characteristics, 

and what is actually acceptable, 

Because if the criteria is that they have 

to be equivalent to the predicate device, and we &XT 

know what the performance is, somebody could argue 

that it is 70 percent sensitivity, and it is pretty 

specific, an that is as good as the old test. 

In my mind that is totally unacceptable 

fur this class, and so 1 am wondering whether or not I 

we should establish some performance criteria fox this 
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particularly challenging situation here, because the 

COIlTp%riSOn, any kind of comparison is likely to 

require some kind of very clever manipulation if you 

are using analytical data or at the best using bank 

samples, unless we are fortunate enough to have an 

outsider come in, and you could do a respective study- 

The deal. is that it would be -- well, I 

agree with you -- and Marge might know if there is 

some way to push us to make sure that each assay has 

enough grounding that it stands on its own. 

But to understand, it would be really 

challenging for the division to try and figure out 

exactly what performance standards to apply here, So 

you can certainly do that, and we can at least respond 

to that recommendation. But it would be quite an 

interesting- thought 

C~AI~~ WILJSON: Steve I do you think if 

we established performance standards, do ycu think 

there is any way that you could develop them and yex 

stil_l. meet your Least bL;rdensome provision? 

DR. G~JTMA.3: Well, there is a tensiaz 

there. I am less warr: -xi about least burdensome tha:: 

the scientific impossibility of knowing truth her?. 

So I am viewing this ac~23~iy from a scientific pal- 

of eyes, and what we wo~~:l t&ant to do here, whether Fcr 
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is a new device, or whether it is an old device. 

And that is exactly what Dr. Ticehurst was 

saying, and characterizing and having full disclosure 

on what is going an And if we seek the truth here, 

then we will never get these products on the market. 

MS. scEx.JLprl*4s;T: Marjorie Scrhuiman. We 

would -- just for some clarification, we would most 

likely develop a special control guidance document, 

which could have any of the things that you were 

talking about, and any sort of levels or anything I:& 

that in it, and not a performance standard, which LS 

actually rule making that they all have to go throug?, 

those that are monitored or the ones that are und-Y 

performance standards through rule making. 

DR. GUTSY I think you understand, k,- 

I wanted to just make sure that you understand that 'A~ 

clearly as part of the deal here, we are trying to : 

the best that we could to characterize *:a 

performance. 

And where I am gun shy is that given *:- 

state of information here, you know, that 70 perc+r.* . 

does sound too much, and 99 percent sounds just ril;? 

and what I dcnFt know what to do with is if it is . 

percent or 88 percent, and you are asking for a Lot -: 

you put that in. 
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So i am not suggesting t;hat you can't do 

that. YOU are the panel, and you get paid the big 

bucks to come here and make these important decisions, 

but you don"t want to put something on the. plate that 

we can't deliver unless you want to turn around and 

help, because we will just reconvene you, and you will 

have to make the decision. 

C~A~~~~ WILSON: Dr. Thrupp, 

DR * THRUPP : Not only have we bundled the 

three devices, but you would have to consider for a 

true performance standard all, differe;nt types of 

populations, and the standards for low prevalence 

popuiation of samples is going to be camplete?y 

different for high prevalence and so on, and I would 

agree that it actually seems to establish performance 

standards would be extremely difficult. 

I was going to suggest to move it along 

that, number three, testing guidelines would be nice 

to have 1 think, and maybe we all could agree on 0~2 

of these anyway. So 1 might make a motion that MP 

would like to have some testing guidelines suggested. 

~~AI~~ WILSON: Any specific testing 

guidelines? 

DR. TWRUPP : Well, we are talking about 

guidelines for these devices, these tests, and based 
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guidance documents as well? 

DR, GUTW: Yes. 

CLAIRE WILSON: Dr. Nachamkin. 

Now I'm confused again. 

So if somebody could manufacture the gamma phage and 

license and package it, and have a package insert that 

says contains -- you know, 10 to the L2th particles of 

gamma phage, with whatever stabilizer, and then seJ1 

it t and not have a procedure to go along with that. 

DR. GUTMRN: No, no, they would have to -- 

it would require a pre-market review, and we would 

have to see what -- 

DR. NAC~~K~N : So there would have to be 

a specific protocols 

RR, GUTMAN: Yes. 

DR. NAC~~K~N : So maybe I am not -- so 

the technical guidelines would be more for the 

intended use, rather than the actual procedure? 

DR. GUTS : Yes, that goes without 

saying. I: think there is a confusion here on testing 

guidelines* Z view that, and Marge, correct me if I 

am wrong, but being something more akin to practice 

parameters and use of informatian. 

And it would be a requirement that 

somebody actually outline that procedure, and have a 
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cuqd~xity sta%xs to get through the FDA, but YOU have 

to Outline YCIUT pr~~~edur~, and 1 doubt -- and again I 

guess when we get the first one, we will be 

chall.enged, 

But I doubt that we would be satisfied 

with just knowing how much it measured. 

DR. ~AC~~~~~: Well, 1: understand that, 

but it SE3C?MS like when you are talking about 

guidelines, you. are really taLkirq bout two different 

things * And 1 certainiy agree that we should include 

something about what population should be tested ' in 

the package inserts or whatever. 

DR. TKRUPP: I was interpreting this broad 

category of testing guidelines as having several 

COTpOlZXXllS, all of which would be logica_tly addressed. 

The selectixm of specimens that would be 

appropriate for testing, fore example [ and the 

procedures to be used would be another category, arxi 

the interpretation and how it should be reported, ar,d 

that could even include a fourtin category, public 

heal&h notificationS 

So several 3f tlhk?SE? things could kx 

inc3_uded under testing ~*~idelines that it seems to C" 

would be reasonable to ZCX-e up with, even on the 02.2 

devices now, without acid: ~~Crzgperformance standards. 
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C~ArR~ WILSON: Okay. We have a motlor, 

that we recommend testing guidelines for this group of 

products, Do we have a second? 

DR * ZABRANSKY: I would second. 

Charred WIILSON: All right. We have a 

motion and a second. Do we have any further 

discussion? All in favor, raise your hand, please. 

(A show of hands.) 

Cl3AIRIYSA.N WILSON: Okay. It is unanimo~x2 

to vote yes, Are there any further motions for any :‘I 

the other special controls under Item 3(b)? 

DR. ZABRANSKY: I would ask whether or r:.* 

the current arrangements that are already promuIgat+: 

through CDC for reporting the organism, and report::.: 

diseases and so forth, would not satisfy the issue : 

tracking and/or even the post-market surveillance. 

In other words, if CCC is going to ge: 

report of a pasitive and so forth, are they going * 

be asking how was this identified and so forth, US; : 

how was this confirmed. 

MR. REYNOLDS: Well 8 if the State lab I * 

already established with other Level A labs to -- 

DR. ZA~~SK~: Well, Level A labs 1: 

required to E labs. 

MR * REYNOLDS : Well, what is required dcb- 1 
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not always happen, 

DR. ~A~~S~Y: Well, I think the 

sensitivity of this issue with the general public and 

the general laboratories right now, 1 think it is 

fairly safe that it is going to go through. 

I mean, it took a while for HIV to wake up 

that they had to do it, but there was also other 

things attached to it; the stigma of the disease and 

so forth. 

But now a lot of those hurdles have been 

broached. 1 think reporting in this country has 

definitely improved. Again, it is the sensitivity of 

the laboratory directors to follow the rules, and the 

infection control personnel, and the ID people. 

DR, ZABl?vANSKY: It is not just the lab. 

~~A~~~ WILSON: Then are you making a 

recommendation that we -- 

DR. ZABMSKY: No, I am asking whether or 

not the panel thinks as 1 do that the issue of post- 

market surveillance and tracking would not be handled 

through the normal channels that we know is going ts . 

occur because of the reportable nature of the disease. 

And I guess you feel. not particularly safe with that. 

MR. REYNOLDS: It is my experience --* and 

I am going to say that there is some level A 
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2acilities that are wonderful, and there are others 

whose competence level is not the greatest in the 

land. 

You know, things wiH. happens 

~~A~R~ ~~L~~~~ Dr. Nachamkin. 

RR. ~~~~~~~~~~ The only thing that the 

package insert could say is that this disease may be 

reportable as per your State and Federal guidelines. 

You canft say in the package insert we must report 

this to your State laboratory. That is legislative, 

and we are not responsible for that. 

DR. TMRUPP : Why c!anft you say it as a 

reminder that this is something that has great publ.ic 

health consequences and must be reported, 

DR. ZAB;RRNSKY: The question is are you 

putting the responsibility on the FDA to do the 

surveillance and the tracking, and this is what this 

is going to da, correct? 

MS. S~~~L~ : Exactly. 1 was just going 

to clarify again that this could be also be under 

other and maybe labeling these recommendations, and 

not necessarily market surveillance or tracking. 

(202) 234-4433 



already report these ali the way up the chain, is that 

the report that we report this to, do they have the 

wherewithal to track the performance of these things 

that we are approving, and to then tell us how it is 

performing in real time in the real world? 

CHAIR WILSON: Dr. Gutman. 

RR* GUT : Post-market reporting for the 

agency has been challenging, and is challenging 

towards the subject of scrutiny now as some of you 

from the Post and those of you from the Baltimore News 

saw the problem at Hopkins. 

But we are trying to improve that area, 

but we are also trying for leverage. So the 

suggestion on the table to use the CDC and the State 

as reporting mechanisms sounds to me like a better 

idea than for FDA to try and do a duplicate 

surveillance. 

And that doesn't answer your question 

about the SpeCifiC performance, and you could 

certainly put -- and we are certainly thinking out of 

the box, w and I can? think of a more interesting thing 

to follow, and a more interesting packaging to foll.ow. 

And I don't know whether there will be 

enough experience to ever find out the truth, but you 

can certainly put on the table, and we could cxpXore 
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ways of linking with either CDC or other people in the 

public health network, and if you try to restrict it 

t &c the public health network, that does seem to me to 

be a captive audierzce for information, if nothing 

t?lse, about how the quality control works and 

examples, 

So do you think that recommendation would 

be made a part of the special control or some 

endation and we tried to explore that, that is 

your call. But we are interested in stuff like that, 

C~AI~~N WILSON: Dr. Beavis, did you have 

a comment? 

CR. BEAVIS: No, just a follow-rip about 

the reporting. 3: mean, that is a local and State 

issue I and each statement concerns regulations, and 

not only that which is reportable, but what about 

isolates should be sent to the State lab, and I think 

it should be left that way. 

C~AI~~~ WILSON: Dr. 'rhrupp. 

RR. THRUPP : But there is another whoie 

paraFeter to the issues behind the questions behind 

post-market surveillance2 and test device tracking, 

aside from the notificxxm of public health issues, 

namely is there a new strain that is not being 

recognized by devices. 
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or is there a device that allegedly works 

in the PMA cm in the ~~a~d~a~~e~~~~~ or whatever, and 

is not working currently, and that is r?ot being well- 

recognized, except focally, anti is there a mechanism 

or should we recommend a mechanism for tracking by 

performance standards, and tracking the utilization 

results to pick up ex-rors in a way that would a2l.o~ 

the agency or the CDC to act proactively. 

This is a somewhat poor anabgy, and I NT 

not really sure that it is the same, but when it ~22s 

apparent a few years ago that certain automat& 

susceptibility testing devices were not detect;::: 

penicillin resistant pneumococci, and this was r?:* 

necessarily broadly recognized, but several labs d:j 

.?ind that was consider enough of a publ: 3 

health issue that the FDA at that point had to st-~~ 

in. Mow, there is lots of pneumocacci -- well, tIx:-*- 

are not going to be very many bacillus anthwacS-: 

strains being tested, and so 1 am not sure we czn K 3 L' , . 

a practical recommendation to put in here, but if :*' L 
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see SOme strange thing happening tinat could hurt 

people I they are supposed to report it now. 

And I think that the laboratory community 

is now highly attuned to that reporting mechanism and 

are actually committed to a long term goa1 to improve 

the awareness of that system. 

SO it would be my hope that something 

really outrageous happened, in terms of some strange 

behavior that you are not predicting at the table, and 

that would come to life. 

But again if you wanted to put on the 

table that we would be a little bit more proactive, I 

would certainly not be opposed to that, or we wo~lci 

not be at alI. opposed to trying to figure out a way to 

do it. I: don? know how it would fit as a special. 

control - - 

MS. And depending on what it 

iS, it can either go into the special control guidance 

document $ or just a special control itself. And how 

we wcmid impI,.ement it, we would war on that later, 

and just take your recommendations. * 

DR. THRUPP: Would it be helpful -- 

DR. ~~~~~ And the alternate in terms of 

tracking this would be if someone did come up with 

proficiency testing, and you had some survey form for 

NEAL R. GRUSS 
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watching that, and that might not deal with a new 

strain problem. 

But it would at least give you some 

insight into how the test is actually working in the 

real world,, and that would be beyond our capability. 

It would not be beyond the capability perhaps of 

~S~RXX~ or CAP and maybe even CEC 

DR, TWRUPP: Would it be helpful for us to 

come up with a politically acceptable and very general 

statement along just what you suggested; that the FDA 

would be encouraged to partner with CDC, ~~~R~~~~ and 

appropriate agencies that are. involved in 

laboratory performance issues to establish practical 

ways to evaluate the performance -- 

DR. ~~~~: That would seem politically 

correct I and you could even make it stronger, and that 

after collaborating that there weren 1 t good 

surveillance rnecha~~sms~ or reasonable surveiXZance 

mechanisms in place, that you would recommend that we 

try and do something more proactive, 

CR. T~R~PP: I would make that motion. 

C~AXR~ WILSON: A11 right, We have a 

moticn, and do we have a second? Okay. We have a 

motion and a second. DO we have any other discussion? 

All those in favor? 
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KJhorus of ayes.) 

CHAIR WILSON: Any opposed? 

DR. ZABWSKY: A question. This is going 

to be attached to the post-market surveillance or 

other? 

CE@LZR WILSON: I think this would come 

under othe r wauldn"t it.2 Okay. Are there any other 

we 

Of -- I don? think i_t needs to be tracked in a formal 

sense, but there again, I -- well, I woixld abstain. 

I am not strongly opposed to it, but I am not really 

for it either. 

CLAIRE WILSON: Okay. Thank you. Are 

there any of the other special controls under Item 

30~1 that anyone wants to make a recommendation for? 

Dr. Reller. 

DR. RELLER: 1 think it has been very 

useful going through these specific poLn.ts, because we 

have 

-‘m. at least I have learned that the perfarmance . 

standards that would require specific rules that could 

be very cumbersome would be counter-productive of what 

we want to see happen, namely the wi_despread use 

availability and exterision under guidance of these 
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unified, and controlled response to these things, 

rather than some of the chaos that has happened 

before * 

CLAIRE WILSON: Air right e Dr. Thrupp. 

DR. TMRUPP: I would interpret Barth's 

comments as an expansion of what I had suggested, 

filling in some of the operational details, and I hope 

that you didn't mean that we did not want the FDA 

included in these Loops. 

I think historically that there have been 

instances when the CDC and the FDA, and US 

not always communicated all data as readily as quite 

the ideal. 

And I think that is one reason why I was 

suggesting that it might be helpful to the FDA to have 

a very general statement that in such a network as Dr. 

Reller is describing, and fully what 1 intended, that 

the FDA work with these networks and the appraise or' 

the data that is being exchanged. 

DR. RELLER: Actually, Lauri, I agree with 

YOU,. and I think tha?z having this in Category II with 

restricted distribution actually puts the FDA in a 

more important position than it would be if it were 

one just without a restriction. Is that correct, Dr, 

Gutman? 

(202) 234-4433 
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DR. GUTM: Yes. 

C~A~R~~ W‘TLSON: If there are no further 

motions on Item 3(b), we move next to Item 4(a). 

MS. SCHULZ : One second, So we have 

agreed upon the guidance guidelines? 

CHAIRMAN WILSON: Other. 

Other. Okay, 

CLAIRE WILSON: And Item 4(a) states is 

a regulatory performance standard needed to provide 

reasonable assurance of the safety and effectiveness 

of a Class 11 or IIT device. And since we recommended 

that this be classified in Class II, we have to 

address that question. Dr s Gutman, can you --- 

MS I SCHULMAN : One point of clarification. 

That just applies to foreign standard guidelines. SO 

we can skip 4(a), 4(b), 5, and 6. 

CLAIRE WILSON: Okay. So next would be 

Question 7(a) then. Can there otherwise be reasonable 

assurance for the safety and effectiveness without 

restrictions on its sale f distribution, and use, 

because of any potentiality from harmful effect when 

a collateral measure is necessary for the devices use. 

And SQ in this case, this is one where yogi 

have to vote the opposite of what you think it is. Tt 

is a negative question x other words. 

(202) 234-4433 
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MS * SC~~~L~ : Right, and because we are 

classifying a pre-limit device { WhiCh was 

prescription, the answer would be no, which makes it 

a prescription device, and then we go to Wb) for the 

added restrictions. 

CHAIRMAN WILSQN: Correct. Do we have a 

motion? 

DR. TKRUPP: Yes. 

CLAIRE W-J.LSc‘)N: And your motion is? 

DR. TWRTJPP: That we vote know., 

Any further discussion? 

All in favor? 

K2-xorus of ayes. 

CAIRO WILSON: Any opposed? Okay. The I 
I 

vote carries unanimously. Item 7(b) states that we i 

need to identify the needed restrictions if Item 7(aj 

is no. And there are four options~ 

The first is only proper written and orail 

authorization of a practitioner licensed by law tr3 

administer the use of c'ne device.. 

The second Is to use only by persons wiC 

specific training c3r ex~-zxxxe in its use. Third 1~ 

to use onl.y in certain fxilities, and the fourth is 

the other category. Z~.T x2 have any recommendations 

for any of these? 
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DR. ZA~~SKY : What is meant bY 

practitbx39 

MS. SCHULMA.N: It is dependent upon the 

state * The State makes the rules on who can make -- 

DR. ZABWSKU: Does that make a Lab 

director a practitioner if he his not a physician, he 

or she? 

MS. SCHULNJzT\3: Afraid so. 

DR. THRUPP: 1 think that is kind of moot, 

because if we do to Number 2 and Number 3, and othe:-, 

that would override Number 1 anyway. 

Charms WILSON: Do we have a mation? 

DR. THRUPP: Two and Three are remove& 

C~ArR~ WILSON: Do we need to be mc:' 

specific than that, Dr. Gutman? 

DR. GUTrn : 1 don't want to read y'; L 

minds. I presume from the discussion -- 

DR. THRUPP: Number 3 applies what Bar* 

Reller was discussingq t?ell, we shauld just vote 

that and that would be under other, I think. 

CLAIRE WELSON: But do you want any m:-> 

specific recommendation L"rom us, or -- 

DR. GUTM: No, I would appreciate :: 

understanding of exactly what, you have in mind hes--. 

I will give you a choice and you can tell me if I: bag 
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guessed right or not? 

CHAIRMa ‘FiTSLSO;N: Dr. Reller. 

DR. RELLER: Actually, I: had thought that 

we had a moti.on before that rnle had a consensus on it, 

and not unanimity, that there was the request to 

consider it, or revote on it, and once we got through 

all. the appropriate check boxes to 7(b). 

And the essence of that motion was just 

what lion outlined in Item 2 and 3 having to do with 

the facilities, and the specific training. And I can 

go ahead and make the motion again in the broad 

context * 

That all three of these reagents tests 

having to do with bacillus anthracis be limited iE 

their distribution, and the accountability, and th? 

oversight if you will, be in the public health-, 

ILaboratory group. 

That could be State health laboratories, 

and it could be the New York City laboratory, fu L- 

example * It could be Federal laboratories. I mean, 

those details could be worked out. 

And that these Laboratories be encourage5 

or certainly no restrictions in the content of 3. 

Labcxatory response network of including first- 

responding laboratories, and it would not necessarily 

NEAL I?* GROSS 
CQtlR-r RE~QRrERs AND T~NS~R~~~RS 

1323 RHODE EXAND AVE., N.W 
(202) 2344433 WAs~tN~rQN, D c 20005-3701 www neairgross corn 



1 

8 

9 

10 

11 

12 

13 

14 

15 

16 

1.7 

18 

19 

20 

21 

22 

23 

24 

25 

-, ? ids 7 

be limited to academic medical centers, but ~~z;ldn~~ 

necessarily include all of them, because in order to 

be such a designated primary testing site, that one 

would have the understanding and agreement that there 

would be appropriate training, and the interpretation 

in following all the procedures that would be as best 

as we know necessary to get a valid test result with 

appropriate controls, et cetera. 

And that there would be also the 

understanding that when the reagents were distri.buted 

to them under the authority or authorization of the 

relevant next level public health laboratory, that the 

testing results, performance, et cetera, that all 

reporting of what is found be done irr accordance with 

existing Local and State reporting regulations. 

Bxt in addition that the performance of 

these reagents in that Laboratory hand be systemically 

collated by the public health laboratories for 

interagency review that would include, and not be 

limit-ed to, but it would .incIZude the FDA, whose 

reguiatory authority in the first piace authorized 

them to categorize these agents in such a way that 

achieves this end, namely two, with restrictions. HOW 

about that? 

EAL R. GROSS 
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on the for? 

~~A~R~ WTLSQN: Number 4, indications 

for use, the intended USC 

DR. NA~~~~rN : I will make a motion that 

we accept the description as is. 

~~A~R~ WILSON: We have a motion. Do we 

have a second? 

DR. SMITH: Second. 

~~A~R*~ WILSUPJ: We have a motion and a 

second. Any further discussion? 

DR. NC: ? have a question 

starry WILSON: Dr. Ng. 

DR. NG: Pm sorry, but this Ol-l:~y 

addresses the FA and the gamma phage, What happened 

to the antigen? 

~~A~R~ WILSON: Ms. Shively, is the 

indication for the antigen on there? 

is * 

DR. SWIV'ELY: Actually, I don? believe ic 

DR, NA~~~~I~: I'll amend my motion. 

~~A~R~ WTiSUN: Go ahead. 

DR. NACHELVZ:IS: I will amend it to accqx 

this description, the I-zscription of the gamma phaq-2 

fluorescent antibody z.xxpnts only. 
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l.3: 

@age? If you would like us to add specificity, we 

would be happy to edit that, 

DR. TUAZUN : Why can' t you just use 

"'bacillus species diagnostic devices"? 

DR. ZABRANSKY: -- are used to 

differentiate. 

DR. TUAZUN: Yes. 

CHAIRM WILSON: Is that a friendly 

amendment then to the motion? Dr, Nachamkin. 

DR. N~C~~K~~: so how about: Bacillus 

species diagnostic reagents are devices that cansis: 

of antisera or phage that are Esed to differentiate 

bacillus species and presumptively identify anthracis 

from culture isolates, or something like that. 

CHAIRMAN IrJILSON: Okay. Do we need a 

specific wording far FDA, Steve? All right. 

DR. NAC~~~K~N : Them I will make ar, 

arn~~dm~n~ that we accept this with further amendments 

by the FDA staff to meet the definition. 

CLAIRE WILSON: Okay, Do we have a 

second? 

DR. NG: Yes. 

CLAIRE WILSON: All those in favor? 

(Chorus of ayes.1 

CARRY WILSON: Any opposed? Okay. 
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Good. The change is unanim,ous. MS* Schulman, 

MS. SC~~~~~~~ No. 5, the identification 

of the risks of health presented by the device. 

Roxanne t is there an overhead for that? Cotrld you put 

that up and vote on that or make any changes or 

add.bzions. 

My mistake. There was not an overhead. 

You can simply vote as disctrssed in the panel meeting 

or any additions that were not discussed, 

DR. THRUPP: Actually, the second part, 

the Last couple of sentences in the one that we just 

looked at talks about the types of risk to health and 

about the forms of disease and the fact that 

inhalation anthrax can be fatal. So some of that is 

implied in there. I'm not sure that it needs to be 

brought out separately. 

CLAIRE WILSON: Dr. Nachamkin. 

OR. ~AC~~~rN: It doesur't seem that there 

is any specific hazard with the devices themselves, 

and where the hazard comes in is working with the 

orgagisms to qJ\rhich the device is going to be applied, 

So wouldn? you have to put something in 

there like: Appropriate biosafety handUng of the 

diagnostic specimerzs must be followed, or something 

like that. 



^-
^ 

_ .-
 -.

 -
.7

--“
---

-- 
I_

 





: I-- A-32 I 

vote on high, medium, or low. Does anyone care to 

make a motion? Dr. Reller. 

DR. RELLER: I *wound think it would 

behoove the FDA to have this as a high priority. 
/ 

DR. THRUPP: Second. 

CLAIRE WILSON: We have a motion and a 

second. Any further discussion? AX1 in favor? 

(Chorus af ayes.) 

CHAIRMA%' WILSON: Okay. The vc2te carries 

unanimously~ 

MS. SCHULZ: NO. 7, if the device is 2:: 

implant that is life-sustaining or life-supporting a~.: 

has Seen classified in a category other than Cias..- 

III, explain ful.ly the lX?aSUnS for the low? 1 

classification, with supporting documentation x: 

data. That can be answered also "as discussed in ::: 

panel meeting" if you feel it has been covered. 

CLAIRE WIZSQN: Do we need to vote * 

that? 

MS. SCHULrVIA1\3: No, we do not, 

DR. THRUPP: Is that question rea,. * 

applicable to this? It"23 implying that they L-1 1 . 

talking abaW. implants. 

MS. SCHULZ : Or life-supportingor IzE-+ 

sustaining. It is nut j-xx. necessarily implants. 
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C~A~R~~ WILSON: Okay f 

MS. SCHULZ: Na. 8, the summary of 

information, incixding clinicai experience and 

judgment, uponwhich the classification recommendation 

was based. If that was fully discussed in the panel 

meeting, you can say it was discussed in the panel 

meeting a 

~~A~R~~ WILSON: Is everyone comfortable 

with that? Okay. 

MS. SC~~L~~ No. 9, identification of 

any needed restrictions on the use of the device. If 

we feel that we have fully covered that on the generai 

questionnaire in No. 7(b), then we can say it was 

covered in 7 Cbj f or anything else can be added at this 

time. 

CLAIRE WILSON: Anyone care to add 

anything to what we have discussed previously? Okay. 

MS. SCHULMAPJ: Okay, No, 10. Because we 

have a change in the law, it does say: If it is isl, 

Class I, recommend whether the FDA should exempt it 

from registration lists and premarket iden.tificatioE 

records and reports, good manufacturing practices. 

But because of the change in the law sine? 

a Class II can be exempt. So you wcxld have ts 

vote whether you want it exempt from premarkzc 

NEAL GROSS 
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identification in Class II, yes or no. 

C~A~~~ WILSON: Okay * Do we have a 

motion on that? 

DR * ZA~~SKY: The motion is no. 

~H~~~~ WILSUN: We have a motion for no. 

Do we have a second? 

DR. BEAVIS: Sf?COI-ld * 

CHAIRS WILSON: We have a motion and a 

secand - Any further dk3cussion? A.32 those in favor? 

(Chorus of ayes.) 

CLAIRE WTLSQN: Any opposed? Good. The 

vote carries unanimously. 

MS. SCHULTZ And No. I1 is whether you 

can identify any existing standards applicable to the 

device, device subassembly components, the device 

materials, parts I or accessories. If we discussed 

that before, we can say that, or any can be added at: 

this time. 

C~A~~~ WILSON: Is there anything that 

anyone would care to add ta what we have discussed 

previously? Okay * 

MS. SC~~L~~ That is the forms and you 

can vote on whether you are accepting them as was 

written or not, the entire thing. 

CLAIRE WILSON: Do we vote on both forms 

fwvd FL GROSS 
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together? 

MS. SCHULZ; Yes. One vote. 

CHAIRED WILSON: All right. Do we have 

a motion to accept what we have done on the two forms? 

Xe have a motion. Do we have as second? Is there any 

discussion about any of the points on either form that 

anyone would like to bring up? Anything that we have 

left out or not thought of? Okay. All. those in 

favor? 

Khorus of ayes.) 

CLAIRE WILSOT\T: Any opposed? Okay. We 

are just a I_ittle bit behind schedule, and we are not 

in too bad a shape today. Let9 go ahead and break 

for about 10 minutes. So if you could be back at 

about five after 3:QO. Thank you. 

(Whereupon, at 234 pm., a recess was 

taken, and the meeting resumed at 3:11 p.m.> 

CHAIR WILSCTUT: This part of the 

afternoon is a similar process to what we have been 

through. { only this time we are going through it for 

~~~~~~~~ pestis. I would like to begin the process by 

having the FDA presentation, and Ms. Roxanne Shively 

will give that as she did this morning for the 

Bacillus anthracis. Ms. ShiveLy. 

DR. SHIVELY : Good afternoon. a lot of 

NEAL R. GROSS 
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the information 1 am going to be going over now will_ 

be somewhat repetitious from this morning, but it is 

a different bug, We've gone to Gram-negative now, 

Yersinia pest-is has worldwide reservoirs, 

including 13 Western states, %n the United States, 

there i.s an increased risk to humans from its 

urbanization into natural and zootic plague foci. 

I skipped a slide, but I was just going to 

go over what we were going to do again, buitr. it's what 

we just did. So I think maybe we donIt need to do 

that. Okay, Sa going back to Yersinia pestis, the 

bug of the afternoon. 

Pneumonic plague is highly fatal when not 

recognized early, and early symptoms are nonspecific. 

Laboratory iden&ification can be difficult. This is 

a slower growing organism, often taking 48 to 72 hours 

to appear on culture plates. 

Yersinia pestis is difficult ti? 

distinguish fromYersinia pseudoCuberculosis, which is 

a common environmental 3r,teric, and also from other- 

biochemically inactive t%-am-negative rods. 

In humans, 7% serologic response may tak? 

10 to 14 days to develcc. So such testing is usuai$ 

retrospective. 

The first cr+*r+zr,dments product was a vi& 

(202) 234-4433 
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serum was available from the Lederle Labs in the 

J97Os, and in 1970, WHO recommended a method using 

thisi type of reagent, specifically antisera from 

rabbits inoculated with plague vaccine. 

Earlier, in 1.959, Winter and Moody had 

described the original method that was applied. 

Factors that affect results with this particular 

product incl.ude that other species can express the F-I. 

antigen f and different strains of the Yersinia pestis 

can have variable expressian of the antigen. 

And also this expression can be reduced 

with storage and certain growth conditions, Inoculum 

density and the method of fixation also impact on 

iLY?SUltS. 

And the last product type that was 

preamendments is a vial of purified Fraction-l antigen 

that was used to sensitiz@ sheep red blood cellos for 

passive hemagglutination testing. And this was used 

to detect antibody responses to the F-1 antigen. 

A titer increase with paired specimens can 

retrQspect.ively confirm Yersinia pestis infection. 

These vials of F-1 sensitized sheep red blood cells 

were provided by the Walter Reed Army Medical 

Institute of Research in the 19’70sa 

Multiple publications describe use of this 

NEAL R. GROSS 
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type of product and the method, and WHO did adopt the 

PHA test as a standard method. 

Factors affecting Z-2SUltS include the 

purity of the antigen preparation; concentration of 

the F-l antigen; obtaining a serum sample too early 

during the course of infection, and also there can be 

rare infections with non-encapsulated strains of 

Uersinia. 

Protosome effects can also ocour~ and this 

type of test is unable to differentiate recent from 

past infection. Endpoints can be very subjective to 

read, and there can be nonspecificz reactivity due to 

heterophilxs.. 

I: would like to go over a few historical. 

notes and just a general summary. Plague is an old 

historically significant disease that is still with us 

Early diagnosis does reduce mortality, 

Preamendments, diagnostic laboratory 

testing was limited to specialized and public health 

laboratories. Reagents were developed within these 

laboratories and prepared and distributed between 

those labs, both nationally and internationally. 

aturally caused human disease that is 

zootic p1ague is not common, Public health efforts 

were and continue to be lqxxtant for controlling and 
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preventing natural sources of i.nfeccion+ 

Yersinia pestis is also a Category A 

Siothreat agent. I?11 remi.nd you that classification 

is based on an assessment of risks and the Level. of 

controls that can mitigate those risks. 

And I will just repeat that for an in 

vitro diagnostic test the risks are those that are 

associated with misdiagnosis and epidemiological 

misinformation due to false positive or negative 

results. 

As we discussed this morning, the control.s 

can be general. or also include special controls. And 

I wonT go through those controls again, I think you 

know them pretty well by now, Dr, Wilsan, should we 

da questions now or do you want to start the 

discussion? 

CHAISE WILSON: DGE2E-3 anyone hav? 

questions of Ms, ShiveTy? Thank you. At this point, 

we would Eke to go tc the open public hearing. 

Again, this portion of the meeting is open to U-E 

pcbljx to present informd+ &xi relevant to unclassifie? 

preamendment devices tz :?EintiEy Yersinia pestis. 

If there z-2 xy speakers, they are ask& 

to state whether or :':x they have any financial 

involvement with the TX:,: "srturers of these devices. 

COURT REWXTERS AND ~~~SCR~~~RS 
1323 RMXX ISLANO AVE , N.W. 

(2C2) 2344433 WASHIN6TCN D C 20005-3702 ~ neairgross cm 





1 

2 

3 

4 

5 

6 

‘3 

8 

9 

10 

11 

12 

13 

14 

15 

18 

19 

20 

21 

22 

23 

24 

25 

tL?i.S is going tU be of significant concern.. 

CHAIR Thank you. Dr. Reller. 

DR. RELLER: I have a question. What 

environmental SpeCin?enS would you f!SXViSiOn might 

inundate public health laboratories in the event of 

concern over Yersinia pestis outbreak infections? 

MS. HIMES: As a microbiologist, I would 

not anticipate that any should be done, but when you 

look at what happened with anthrax, the list of 

specimens that the public health labs were asked to 

test was just unbelievable. 

And most of it was supposed to be dealt 

with through law enforcement, in terms of what was a 

credible threat. But in many p3,aces across the 

country, law enforcement hands are tied by what was 

considered politically correct testing. 

So the public health laboratory is being 

asked to do testing not based on scientific merit, but 

based on public perception and public hysteria, 5s 

you could consider with any of these agents people's 

concern about dissemination from other sources. 

And with pestis you might consider animal 

sources and you might consider environments where 

those animals were. I mean, people were bringing 

their mailboxes to the public health labs to & 
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tested. 

So you might think of people bringing 

specimens from their yards where animals may have 

been f tzhc?se kinds of things. 

And I would not even at this point begin 

to guess what might come in based on what happened, 

and Dr. Smith certainly could speak to that as weXL. 

DR, RELLER: What is the role and 

responsibility of public health laboratory directors 

not underestimating the issues of political pressure, 

but what is the responsibility for the science in 

educating and delineating what should be -- T mean, I 

am not naive, but this really shouldn? be in the 

political arena. 

I mean, people should not be making 

decisions about something that they don"t understand. 

MS. HIMES: And I would agree with you, 

and 1 would say that in most cases strong efforts are 

made to try and educate,. and turn away testing, or at 

1.east prioritize ix f 

Where the big concern would be is -- and 

we received many calls about this at the association 

-- people who wanted testing done and law enforcement 

did not deem it to be a credible threat and would not 

bring it to the public health laboratory. 

(202) 234-4433 
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50 pe0ple- WeICE looking for private 

environmental. labs to do this testing for them. What 

ultimately happened then is the specimens may have 

gone to a priV&te environmental lab, and the 

environmental lab did an initial screening and could 

not rule out anthrax, so then sent the isolate to the 

public health lab, who then ended up having to test it 

anyway. 

So L would see the same thing happen if 

these reagents are going to be available. They are 

going to be used by environmental labs that are not 

accredited and that the FDA has no oversight over. 

But they are going to be used in those 

settings, an it would be the labeling requirements 

that might help to discourage that. The other 

consideration would be in the Labeling to incl*ude the 

fact that the contror strains for these tests are 

going to be select agents, and that al.1 users must 

comply with the Federal Seiect Agent law. 

RR. RELLER: ActualPy, this line of 

questiOnS - - and I think you already realized that I 

am on your side-- will help us, in accord with the 

previous discussion, to maybe some options here. 

Maybe we are in a little better shape with 

our education, knowing that this is basically a 

(202) 23d-4433 
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enforced, to minimize the amount of this testing in 

private labs and outside of the pirblic health arena. 

MS. IiXMES: Or at least make it more 

difficult for them to access those reagents to do that 

level of testing. Thank you. 

~~AIRM~ WILSON: Dr. Gutman. 

You are more than wel.come to 

make any recommendations about labeling that you like, 

and X suggest that you vote your heart and soul, bet 

I: have to be honest. I believe in truth in labeling. 

You are pushing the FDA paradigm beyond where : 

believe it legally stands, and though I think it is 1 

really important issue that is raised here -- a::: 

again you can recommend what you want -- I don"t WI.-:, 

to suggest that J: actually believe the FDA is going - 

be a big help here. 

Maybe we could go back and re-explore, i: .* 

right now mail and mail boxes are simply not part 

our menu. 

state, but I don't know much yersinia you see up w&-p 

you are, right? 

CHAIRS WILSON: A little bit. 

DR. ZABRZ4S?5SKV : Do you know what they ci: 



1 

2 

3 

4 

5 

6 

7 

8 

9 

1.0 

J. 1. 

12 

13 

14 

iS 

16 

I.7 

18 

20 

21 

22 

23 

24 

25 

doing in the Colorado State lab as far as that? 

CLAIRE WILSQN: Concerning yersinia? 

DR. ~A~~SKY: Yes. 

~~A~R~ WILSON: Last I knew, basically 

DFA cultured traditional testing, but generally -- we 

have the luxury of having the Fort Coll,ins branch of 

the CDC just 60 miles away, and most specimens end up 

there, 

DR. Z~~~SKY: What abotrt Arizona and hew 

PkXiCCl? Does anybody know what they are doing there? 

CHAIR WZLSON: Mr. Ticehurst, did you 

want to make a comment? 

MR. TICEHURST: John Tickhurst, from Johns 

Hopkins UniversityTs medical institutions. I wanted 

to, like Roxanne, without going through the litany of 

what I said this mc0xing, reemphasize a couple ef 

points that from my point of view, I was a litC.3 

disappointed, weren 1 t touched on much in tk+ 

discussion this afternoon on anthracis. 

One is that I wauld hope that the panel 

-would recognize the inability to do clinical studizs 

the way that FDA would traditionally hope they woul? 

be done. And in making recommendations about special 

controls that would include guidance documents, if 

they can provide some ideas to the FDA as to wha: 
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kinds of things could be done as surrogates, that 

would help. 

Because there is reaU.y no regulatory 

mechanism to deal with getting these kinds of things 

on the market without clinical studies, and I think p: 

will stop a t that on that one. 

The other thing is that -- I will. be a 

I.ittle more blunC than I was this morning -- the 

general controls that deal with good manufacturing 

practices and quality systems regulations probably 

don"t cut it here. 

A colleague that I used to work with at 

the FDA I think was very good about this, If you can 

put teeth in, perhaps strongly recommending or making 

it a requirement that good manufactrrringpractices not 

be self-regulated, but perhaps be inspected by the 

FDA. then at least you have the assurance that the 

products are going to be made consistently. If the 

product is being made incansistently, then it throws 

all these other variables that you are concerned abotlt 

even into more disarray. 

And then, lastly, just so you recognize 

that EtV~~ though there are these MedWatch 

requirements, I am going to say something a littl-e 

mure strongly than Twhat Steve Gutman said before. 





surveiilance. 

But again the resources would have to be 

put there to da it right, 

DR, NACHAMKIN: John, I really don't quite 

understand your comment about monitoring GMP. 

DR I) TICEKURST: 1 mean enforcing it. 

DR. ~AC~~KI~: 3ut this panel doesn't 

enforce those rules. That is an agency issue. My 

understanding is that, for the device we voted on 

earlier f we didnlt exempt them from GM?. 

Th@Y are required to use gaod 

manufacturing practices. What else -- are you 

suggesting that we do something additional in terms o-It' 

our ~~rnrnen~~ to force inspection? I mean, isn ' t that 

part of the process? 

DR. TICEMURST: I think the reality is -- 

and somebody coz1l.d correct me from the audience or 

from the FDA if L am wrong -- that companies that hav? 

Class J or Class II prcdxcts,. because they don"t get 

inspected for GMP, are :kzn self-regulated, and a 2~ 

of them basically don': lo it. 

DR. GUTMkX : The GMP requirement 15 

stronger for Class II t:",3f: for Class I. I am probabi:,* 

not as worried as John :.s ibout this one because the:-? 

is so DXlch atten;: :I arid iTB3ney going inc 3 
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bio~errorism, including field hires, that 1 would be 

astounded if this werenIt a high priority. I mean, 

you are more than welcome to recommend it, but I think 

the agency got the message that this might be one of 

the more important things on its plate. 

It's probably nut just coincidental that 

we are having this panel meeting right after September 

and Octcaber 1 So my guess is that there will be a,r 

internal vigilance. 

I also think that there is a lot of FJ 

engineering activity going on. and, again, I wo:: ' *- 

make false promises because I don"t know how they ST- 

gcdng to actually pan out, but there is a lot of sz jj. 

searching and reassessment about the whol_e post-mar& * 

piece. 

So my hope would be that -- I ca I-. * 

dispute what John has said, that historically *:‘ 

post-market has not had the appeal of -* p"- 

bronchoscspes J much less heart valves. But in * : 

agency's defense, some of the highest penalty fir:.- 

both~civil and criminal, have been directed at 

industry, though it is perhaps not as strong as al1 * 

us would Like. 

DR. TICEWURST: Can I respond QT should 

not? 
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CHAIRED WII..&QN: No, go ahead. 

DR. TIGEWU~ST: 1 think that if I inrere in 

your shoes, 1 would think -- and as Steve said, you 

ca n recommend anything that you want. I would 

recommend consistent manufacture be enforced, that if 

YOU are not going to go with a Class III, that you 

recommend it be enforced as a speciaL control, 

The pendulum swings back and forth, I 

think in terms of the level of regulation, when there 

arenV thase strong things in place. 

CLAIRE W3LSON: Thank you. Is there 

anyone else who would like to make a public comment? 

rnf nut, then -- Dr. Thrupp. 

DR. THRWPP : Do we have information 02 

what the current status of the status for the last 20 

years has been with regard to the supply of these 

reagents analogous to the questions with regard to 

anthrax reagents? 

+ DR. EZZELL: The reagents fur the bursts 

in antibody against the F-l antigen has been avai.lablq 

for a number of years, and that is not really is 

problem. 

DR. THRUPP: From Fort Coilins? 

I 

I , 
/ I / / . . / I 

i 
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DR. EZZELL: From !? art Collins and also 

from WS~RII~~ And our reagents differ from those. 

We have monocX.anes, a number of monoclones, to F-i 

antigens. And the reagents that Fort Rollins uses, 

that is a monoclone specifically against F-1 antigen 

and recognizes those organisms that are drawn at body 

temperature, at 35 or greater, 35 to 37 centigrade 

because F-1 anti.gen is only expressed at elevated 

temperatures and not at ruom temperature. 

The USAMRIID reagent is one that 

recognizes both F-lpositive and F-1 negative yersinia 

tests, and that reagenl has been avaj_lable for -- 

well, we have large quantities of that. 

And that has been available for at Peast 

15 years, and we have it now, We have plenty of it, 

R. RELLER: Let's say a state Lab in Utah 

or CoLorada or Arizona, where da they get their 

reagents? 

BR. EZZELL : Now they are getting them 

from CDC, which is specifically for F-l antigen. 

DR. RELLER: From Fort Collins? 

DR. EZZELL: YE?S, the Fort COlkhS 

antibody. 

DR. RELLER: Who actual.ly manufactures 

these reagents and what sort of GNP oversight does 
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USAPrlRIID and the CDC have or Fort Collins? Who looks 

over that? 

DR. EZZELL: That is something that they 

are switching, and 1 am not sure of the status of that 

right now. That is something that is being worked out 

within CDC, the CDC. in Atlanta, with Richard Kellogg 

and his group down &here, 

DR. RELLER: Do these federal agencies 

outsource the production of reagents? 

DR. EZZELL : I haven't heard about 

outsourcing, but 1 think that CDC has been trying to 

do a lot of their reagent development and what have 

you in-house. They have a production group down there 

that is producing a lot of these reagents. 

What their plans are in the future to 

outsource, I am nut aware of those. But we do use 

Cook f Hart, and Perry fur our conjugations and 

purifications, and we do provide reagents to the CDC. 

We did use a commercial operation where we 

provided all the antibody and Cook, Hart, and Perry 

did the purification within the conjugations under 

their specific guidelines to meet a quality standard. 

DR. ARSON: You are probably not going to 

like my answer because I: am going to try and beg off 

on you.. You are asklrg a question about current 
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activities; d--EXX?as f our understanding is that the 

charge of the panel was to consider historical 

devices. 

Looking forward to the future, we well. 

understand and have made a commitment to follaw the 

regulations that exist, and I think it is fair to say 

that the CDC has made that commitment also, 

But neither Dr. Ezzell nor I should Se 

speaking fur the CDC on those points. Again, the 

Army, the whole DoD, would receive those reagents from 

the CDC. It would not be an independent manufacturer, 

DR. EZZELL: And, as US-AMRIID, we operat? 

as one of the two Level-R laboratories within CDC, and 

so we have all of the CDC reagents. But we have also 

Army reagents, too. So we are working with them with 

their reagents I and we have our own reagents as well, 

STAIRS WILSON: Dr. Gutman. 

DR. GUTS : The agency recognizes +,& 

importance of having these products made available, 

and we actual1y do have a commitment to collaborxx 

with-the folks at the CJC 3ind USAMRSID as well to mak? 

sure that they uEderstx:j he requirements and do ccx~ 

inta compliance. 

And, again, y 0 il. are free to make i 

recommendation and we I: i;~ particular attention t;, 

r=Ot[RT REPGR~EKS AND T~~~e~~~~~$ 
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C~ArR~ WTLSON: Does anybody use the 

phage that was mentioned? 

DR* EZZELL: The phage has gradually 

caught on. May Chu has been one of the primary users 

of the phage, but we have the phage# and also there 

was a ILot of the use of phage by Dan Kavanaugh and Jim 

Wheelings when they many years ago were at WRAIR, at 

the Silver Spring facility. 

And in the Yersinia pestis lab, they were 

using phage, which we no-w have at USRMRIID, but we do 

not use it routinely. So I do not have a long 

historical. or a lot of historical data on. the use of 

phage. But May Chu has used the phage extensively and 

has much better data than I do 

DR * ~Ac~~Kr~ : Is the phase as easy to 

use, for example, as gamma phage for axzthracis? 

DR. EZZELL: It is fairly easy to use 

because this phage far YersLnia pestis can be dried 

down on strips, The gamm a phase does not lend itself 

readily to being dried down and to be applied to tk 

strip I 

But the phage, as it comes for yersini3 

pestis, is a stable phage, and it can be applied as Lo 

strip and standardized in that fanner. And that Is 

the way 'May Chu handles it and how other people in tk 

(202) 234-4433 
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past have used the phage. It is a very stable phage. 

DR. RELLER: So this is like putting it on 

a plate, like an XV factor strip? 

DR, EZZELL: Exactly. Exactiy. 

DR. GUTYi : The classification is very 

important, and performance is also very important. 

But it doesn't necessarily drive us since we are 

expecting to get submissions and ask questions of that 

r,atmre at the time that we give the submissions. 

CLAIRE WILSON: Does anyone have any 

other questions for Dr. Brown and Dr. Ezzell? Okay. 

Thank you * Before we move on to the final 

recommendation and vote, we want to open this up for 

an open committee discussion and for panel members to 

voice any concerns they have, and to ask any Last 

questions from either the representatives from 

~~~R~ID or FDA. 

So at this point I would like to begin the 

open committee discussion. Are there any issues that 

we didn't cover this morning that are applicable to 

both- agents or the things that are unique to the 

Yersinia pestis? Dr. Thrupp. 

DR. THRUPP: Are we going to bundle? 

C~A~R~W~L~~~: We have not gotten there 

yet- Are there any specific issues where you feel you 

NEAL R. GROSS 
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need ma-e information? 

~~A~~~ WILSON: Okay. This form has 

been put up on the screen, and for those of you who 

can't read it from a distance, the question is, is the 

in vitro diagnostic product information derived from 

its use potentially hazardous to life, health, and 

well-being when put to its intended use. 

DR. NA~~~~~~: I'm sorry, but are we 

going to be hearing them separately? 

CWAIRMAPJ WILSON: We can do that. I am 

assuming we are going to bundle them again, but 1 can 

put that up to a vote. 

I move for a undle vote. 

Okay. We have a motion 

for a bundle vote. Do we have a second? 

DR. ~~~~PP: Yes e 

CHAIR WILSON: ATT in favor? 

(Chorus of ayes.1 

CHAIR WILSON: All right. Would anyone 

care to make motion on the first question? 

DR. THRUPP: Yes e 

~~A~~~~~~S~N: Dr. ~~rupp moves yes; is 

there a second? 

DR. NAC KIN: Yes. 

CHAIR WILSON: We ave a second. Any 

NEAL R, GROSS 
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further discussion? If not, all in favor? 

(Chorus of ayes.) 

CHAIR WILSON : Okay. The vote carries 

unanimously. Okay. The second question states is 

there sufficient information to determine the general 

controls are sufficient to provide reasorrable 

assurance of the safety and effectiveness of this 

device. 

In other words, if you vote yes, that 

would be classified as a Class I device. Is there a 

motion? Dr. Nachamkin. 

DR. I move that we vote no. 

Again, for the same general reasons, in terms of the 

implications of testing, and public healt concerns, 

et cetera. 

CHAIR WILSON: Okay. Thank you. Do we 

have a second? 

Second. 

CHAIR ILSON : We have a second. Any 

iscussion? All in favor? 

(Chorus of ayes.) 

CHAIR W~LSUN~ Again, the vote carries 

unanimously. Question 3 (a) Ccrnsideringthe nature and 

complexity of the roduct, and the availabZe 

scientific and medical information, is there 
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sufficient information to establish a special. control. 

or set a special control to provide reasonabLe 

assurances of the safety and effectiveness of the 

device. 

And the implications of this question is 

if you vote yes, it is classified as a Class II; an 

if you vote no, it is classified as Class III. Do we 

have a motion? Dr. 

DR. NG: I move we vote yes. 

DR. TMRUPP: Second. 

CHAIR ~r~S~~: We have a motion and a 

second. Is there any discussion or comments? AU in 

favor? 

(Chorus of ayes.) 

CHAIR WILSON: Again, a unanimous vote. 

SO, therefore, our recommendation is that the device 

e classified in Class II. Moving on to 301) I again 

we have to specify the special control or controls 

needed to provide such reasonable assurances. would 

anyone like to ake any recomme~dat~~~s regarding 

this? Dr. Thrupp. 

TWRUPP : Yes. It seems that the 

status is really very similar to where we were t 

morning. I don"t really think we have enough 

information to establish quantitative perfarmance 
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And specific post-market surveillance 

could be handled under the kind of motion that we set 

up for restricted uses before. And so I would suggest 

that as we did before that number three, testing 

guidelines, could be derived from available 

lications and ex erience, and should be both for 

for interpretation, and for 

public health report 

CHAIR WILSON: IS what YQU are 

proposing that we essentially duplicate what we did 

for the Bacillus anthracis under this question? 

DR, ~R~PP: Well, under part three, 

testing guidelines, yes. 

CHAIR WILSON: Okay. We have a motion. 

o we have a second? 

Second. 

GHAIR We have a second. Any 

further discussion? All in favor? 

(Chorus of ayes.) 

STAIRS WILSON: The motion carries 

unanimously. d we now skip the next several 

questions, correct? 

Exactly, 

DR. TMRUPP: Could we come back to other? 
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CHAIR WILSON: I assumed that we are 

going to duplicate both of those. 

DR. THRUPP: Well, I must admit that I 

think we should respond with at least a little more 

discussion to Dr. Ticehurst's comments, because in the 

anthrax, we did not say anything about drug 

manufacturing guidelines, ether the FDA should 

be encouraged to be more reactive in evaluating 

actual production, especially should it go commercial. 

So I wonder if we should add something to 

this or perhaps to this morning9, because I have a 

feeling that his comments were thoughtful and not just 

off the cuff. 

CHAI:R WILSON: Dr. Reller. 

DR. RELLER: I don"t know whether by 

protocol we can go back, but I think the general -- or 

perhaps I think we may get a general endorsement that 

we would like to see special emphasis on enforcement 

of GMP by FDA to these reagents for Yersinia pestis, 

as well as for t e reagents for BacilJus anthracis, 

WhiC are such a high priority for the publics 

health. 

MS. SCHUL : Very good, and that will be 

part of the record. 

CHAIR WILSON: Dr. achamkin. 
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DR. I have a few concerns 

about putting in words for special emphasis for CM?, 

and the reason is that since we are restricting the 

distribution of these products to public health or 

through the public health infrastructure, public 

health laboratories are going to be in a very good 

osition to assess the quality of t e reagents that 

they are getting for subsequent distribution through 

the infrastructure. 

And to me that is proba ly better control 

over what is being reduced, and trying to enforce, 

and the reason that 1 say that is because why should 

we say, look, FDA, we want you to make a special 

emphasis on monitoring the production of these 

reagents when we have a whole laundry list of other 

diagnostic devices that you are not doing now. 

I would rather see them put their effort 

into other diagnostic devices. I just dun? know what 

the priority is for this, in terms of assigning that 

inspection process over what they already have on 

their plate. 

so, again, because of these other 

restrictions, they may actually do a better job in 

ensuring better quality production t an if it is just 

out there for regular laboratories. 
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CHAIRS ~1~s~~: Dr. Thrupp and then Dr. 

Reller. 

DR. THRUPP: Certainly I would agree with 

what you are saying, and that at the present time, 

especially if the networking of data and follow-up to 

all the things that we have discussed is implemented, 

the chances are that nothing is going to go wrong, 

But from a generic stand oint, given the 

comments that actual FDA inspection has not been that 

proactive, even for Class II+, and might be ideal, 

and given that this is such a major BT agent, and two, 

are such potentially major problems, and three, that 

they could go commercial in terms of other 

manufacturers aside from CDC or USAMRIID, I: would 

think that in a generic SCXLS~ it would be prudent for 

the FDA to have some en~Qurag~m~nt to be more 

proactive in case of broader evelopments in 

manufacturing. 

I am not questioning that the public 

~~a~t~ labs arenIt doing a goo job at the present 

job8 but we don't have data, and the FDA doesn't have 

data. It is kind of in-house with them, not that they 

are not perfectly competent Pm sure. 

I think it would provide an extra measure 

of flexibility for the FDA to have enco~rag~m~~t 
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should they need it. 

CHAIR WILSON: Dr. Reller. 

DR. RELLER: Actually, it was this latter 

point that was my intent in the wording, and not in 

any way to single out these agents vis a vis other 

diagnostic reagents. 

In other words, ree with Irv, but it 

is just that the opportunity is with us today for 

these reagents, an 1 purposely as ed the outsourcing 

question because what is the source today, and what 

the source for our pub ic health LR expanded network 

tomorrow is, may be different as regards these 

specific -- and I am ot talking about new products 

that come along for the recognition of Yersinia 

pestis. 

I am talking about these, and it seems to 

me that the op ortunity today is to endorse t 

importance and t e regulatory role of the FDA for GMP 

in diagnostic reagents, whether or not it is another 

era1 agency that is producing them, or whether 

there is a decision made by that agency to outsource 

the manufacturing of some or all. components of the 

reagent. 

So it is seizing the ap artunity to 

emphasize the importance of special attention to G 
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on these reagents, and not vis a vis other reagents. 

I: was just going to add on 

that that as I said, it will be part of the record as 

being a Class II device being subject to GMPs and 

subject to design controls. 

But we can certainly share your concerns 

with our colleagues in the Office of Compliance, with 

panel transcripts and your concerns here with special 

emphasis on that, But we cannot make it a separate 

special control like reinspections. That is not done 

under Class II devices 

Is it legal or practical 

to try and set up a two-tiered system fur compliance 

with GMP? 

Well, two-tiered wouldn't be 

the way that I would describe it. What 1 would 

describe the input as I am hearing it from the 

committee is to try an look at the way that things 

are being prioritized, and it seems like this is 

tempered with the notion that there may be other 

devices around. 

We passionately care about GMP, and so 

this doesn't bother me at all; how we actually 

translate it is a little bit tricky, if for no other 

reasun than it is done in a separate office. 
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But we are happy to take that message 

back, and have Compliance try to figure out how to do 

the best job they can with what resources they have. 

An you have the same dilemma you had with heart 

valves again. 

And they might choose heart valves before 

this assay, and maybe this assay should be performed 

ahead of things. So I think the recommendation is a 

fair one. It may be hard to figure out what to do 

with it, but you should make it anyway. 

WILSON: Let me ask. You can't 

hold one set of manufacturers to a different set of 

standards than -- 

The standards are the same, 

at John was referring to was the ability 

that as you prioritizing how often you visit, no, you 

cant. QSRs are QSRs are QSRs, and you can be a 

little bit pragmatic in how you apply them in 

different settings; ut no, you can't change the reg 

for one manufacturer from another, 

CHAIR WILSON: Then do we have a motion 

to include this then as another condition? 

DR. RELLER: In the wording, I purposely 
4 

used the enforcement component so that there is not an 

issue of different GMP. But just an endorsement uf 
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the importance of enforcement of GMP for these 

products. 

~~AIR~~ WILSON: Okay. Do we have a 

second? 

favor? 

DR. TWRUPP: Second. 

CHAIR ILSON : All right. All in 

(Chorus of ayes.) 

CHAIR WILSON: Okay. The motion is 

passed unanimously. Is there anything else that 

anyone else wants to discuss under Item 3(b)? 

Okay. et's move on to the next one, 

which I believe is 7 (a>; is that right? 

7 (al. 

STAIR WILSON: Okay. Item 7(a) states 

can there otherwise be reasonable assurance of the 

safety and effectiveness without restrictions on the 

sale, distributions and use, because of any 

potentiality for harmful effect or the collateral 

measures necessary for the device's use. 

MS. S~~~L~: And it already is a 

prescription device and this one wilL be a 

prescription. 

CHA1[R WILSON: And again this is a yes 

or no? 
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Right. 

CHAIR WILSON: And sa we have a motion? 

Dr. Ng. 

DR. NG: I move and vote no. 

CHAIR ILSON : You vote no? Okay. 

There is a second, and do we have any discussion on 

this item? 

(Chorus of ayes.) 

CHAIR ~~LSUN : The motion carries 

~~a~imous~y. For Item 7 (b) , continues that we need to 

identify the needed restrictions, and again there are 

four. The first one we discussed previously and does 

not really apply to this. 

So, Items 2 and 3 are used only by persor,s 

wit specific training or experience of its use, and 

use only at certain facilities, and other, and is 

there anythin else that we want to add? Would anyone 

like to make a motion? 

DR. ~~R~~~: Iill do it. I would suggest 

at we use the same phrasing that we used for 

CLAIRE WILSON: Is there a second on 

that? 

CHAIR WILSON: Al1 in fawn? Dr. 

Beavis. 
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DR. BEAVIS: This is a clarification for 

me on this. hen new reagents or new tests for this 

come, will they necessarily be bound by this 

restriction t at everything goes to the public health, 

or will that question be addresse with each new 

reagent that is coming to the market? 

CHAIR IL&ON: Dr. Gutman. 

DR. We will try to write the 

language broad enough that it allows some flexibility 

here * 

DR. BEAVIS: Okay. 

CHAIR WILSON: All right. e have a 

otion and a second. All. in favor? 

(Chorus of ayes.) 

CHAIRM ILSON : Okay. Dr, Beavis, are 

you abstaining? 

DR. BEAVIS: I am abstaining. 

CHAIR So, one abstention. 

do need a motion to adopt the second and third items 

under this one as we did for the Bacillus anthracis. 

DR. THRUPP: So moved. 

CHAIR WILSON: Do we have a second? 

second. 

CHAXR WILSON: All in favor? 

(Chorus of ayes.1 
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CLAIRE ~~LSON~ Okay. The motion 

carries unanimously. Then we can move on to the next 

one. 

sheet. 

The supplemental data 

CMAXR WILSON: Dr. Reller. 

DR. RELLER: Lest there e any confusion, 

my understanding is that in the discussion of the 

three reagents with Bacillus anthracis, and now the 

three with Yersinia pestis, that what we have voted on 

applies to these as before 1976 used as thc;y are, and 

used in the present, and manufactured, and we are 

talking about this. 

But that if there be in the future tests 

for the recognition of Bacillus anthracis or for 

Yersinia pestis that it is possible that they would 

categorized, classified, in exactly the same way, and 

wit the same restrictions. 

That is, through you might say the 

extended public health network, But that it doesnft 

obtain absolutely and necessarily that that would be 

the case. That they would e handled on their own 

merits. Is that correct? 

That is correct. 

DR. RELLER: Good, I think we are all. 
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happy with that. as new technologies come out, et 

cetera, and are an entirely different nature, and 

obviously the target may be the same, but the 

methodology may be quite different. 

CHAIR WILSON: All right. Marge, would 

you like to walk us through the next one? 

MS. SCHULTZ : Certainly. Number 3 is 

device and implant, and umber 4, the indications for 

use * 

CHAIR WILSON: And there is one comment 

from Dr. achamkin. 

DR. NAC~~~~~: I was just thinking about 

when we were taX about having no authority over 

environmental testing. Does that also mean that for 

these small shop operations that are coming out with 

these rapid immune cards or whatever that are being 

marketed for mostly to pander to the public hysteria 

as opposed to any real benefit, can those be -- is 

there some way for us to include those as diagnostic 

tests so that they can% escape the review process for 

-- I am sure there is a gray zone there. 

But I am really concerned that there is 

going to be a flurry of that kind of stuff that is 

already out there, and we need to thin this out in 

our review. 

NEAL Rs GROSS 

(202) 234-4433 

COURT REPORTERS AND TRANSCRBERS 
1323 RHODE WAN5 AVE., N.W. 
WASHINGTON, D.C. 20005-3781 





7 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

1.9 

20 

21 

22 

23 

24 

25 

178 

rejection criteria, right, Mike? 

CAIRN WILSON: That!s correct. 
. 

DR. RELLER: And this provides another 

venue, at least in the clinical laboratory, to say 

this is inappropriate We reject a lot of specimens 

that are -just inappropriate. 

So if somebody sent us t e flag off of a 

mailbox, we wouldn/t test it. Full stop. 

But that does not address -- 

DR. NAC~~~~N : That wasn't really my 

question. Well, for device development, and intended 

use. 

It doesnEt address 

environmental hand-held tests that might be sold 

er to fire people as environment tests, or even 

over the counter, I suppose, e~v~ro~~e~ta~ tests would 

be legal, and if you wanted to push us, I suppose we 

could demonstrate some intent to sell that to health 

care practitioners for use in labs for diagnostic 

purposes, and we could explore t 

But if I were a clever manufacturer, I 

just wouldnt do that. I would make it very clear 

that it was an environmental test. 

DR. ~AC~~~~~ : But I guess the purpose is 

that if somebody or a company is producing t 
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device to say you should screen your environment for 

Yersinia pestis, what is the user supposed to do with 

that if they find it is positive. 

And doesn't that have some adverse health 

implications if they do get false positives, and then 

you are making them jump from just an environmental 

test to some potential impact on health care, and to 

me that crosses the line between environmental testing 

and at least in diagnosis, I guess. 

And I think that might be a way to get at 

some of these devices. 

I would really prefer not to 

argue wit that line of reasoning. I am not sure I 

disagree with it, and again I would suggest that if 

you are passionate about this to go ahead and make a 

recommendation. Again, I don't want to make promises 

that I can't keep. 

DR. NAC~~~I Well, I guess I am just 

asking for advice, ere some wording that we 

could use in this document? 

Well, I know where you are 

going and I understand your concerns, and they are not 

new I and they are not wrong, they are right. I am 

just not clear whether your legal argument is ooze that 

I could convince our legal staff to follow. I will 
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share this re~Qmme~dati0~ with people who are more 

important than me. 

Number 4, the indications 

for use, and we have it up on the overhead now, and we 

have given it to you in our panel. packet if you want 

to take a second to check it out and agree. 

DR. SHIVELY: I would clarify this is the 

anel ackets you were sent, and not the one you have 

in front of you. 

CHAIR WILSON : Again, I thin the 

wording on this is similar to what we saw on the 

Bacillus anthracis usage statement, and so it may need 

to e modified as we indicated previously. 

SHIVELY: Actually, this one has the 

odies detection segment in it. 

This one has the antigen, but 

not the phage, The other one had the phage, but not 

the antigen. 

CHAIR WILSON: And it uses the word -- 

DR. SUAVELY: It has phage down here. 

Oh, Pm sorry. 

CLAIRE ILSON : Okay. We da need to 

vote on this. Would anyone like to make a motion? 

Dr. achamkin- 

KIN : Motion to accept the 
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prescription. 

CHAIR W~LSUN : We have a motion and 

second? Any discussion on it? All right, all in 

favor? 

(Chorus of ayes.1 

c WILSON: The motion is approved 

unanimously. 

MS. SCHULZ: Number 5, the 

identification af any risks to healt 

device, and we can safely agree what was discussed in 

the earlier discussions about this device. 

CHAIR WILSON: And we need to vote on 

this again. Are there any comments or discussion that 

people woul like to make? Okay. I need a motion on 

this. 

DR. We need to come up with 

separate wording on this one? 

CHAIR ILSQN: e just have to vote 

that we approved it as discussed. 

DR. THRUPP: So moved. 

CHAIR WILSON: Al1 right. I ave a 

motion and a second. All in favor? 

(Chorus of ayes.) 

CHAIR WILSON: Okay. Approved 

~~a~~~~us~y* 
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s. umber 6, recommend an 

advisory classification prior to the classification, 

an again we don't have time frames associated with 

this, and it would e when you would like to see us 

write the guidance, and the draft regulation. 

CHAIRMAN WILSON: We need a vote on this. 

Dr. Ng. 

DR. NG: I move that we classify this as 

a Class 11 of high priority. 

DR. TWRUPP: Second. 

CHAIR WILSON: The motion is seconded. 

Any discussion or comments? 

(Chorus of ayes.) 

CLAIRE WILSON: Thank you. 

Okay. Number 7 is device 

and implant that is life-sustaining or life- 

supporting, and as been classifie in a category 

other than Class III, explain fully the reasons fur 

the lower classificationandsupportingdocumentation, 

and data, and you can say if you agree or add anything 

to it as discusse in a panel meeting with the special 

controls. 

CHAIR WILSON: Do you want us to vote 

on that one? 

MS. SC~~~~~ ave to. There is 
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nothing else to add. Number 8, a summary of 

information, including clinical, experience and 

judgment UpIn which the classification and 

recommendation is based. This can also be answered by 

as discussed by the panel meeting, unless there is 

anything else to add. 

CHAIR WILSON: Is there anything else 

anyone else would like to add? Okay. 

umber 9, identificationof 

any needed restrictions on these devices, and this can 

be answered as discusse in 7(b) of the general 

questionnaire. 

CHAIR WILSON: Is there anything that 

anyone would like to add to that? Okay. 

MS. SCH : And Number IO, it does take 

class longer because of the change in the law, and if 

you want it to be exempt from pre-market noti 

CAIRO WILSON: Do we need to vote on 

this'? 

MS. SC~~~~: Yes. 

CLAIRE WILSON: Dr. Nachamkin. 

DR. NAC~~K~N: Motion that we vote now. 

CLAIRE WILSON: And the motion is 

seconded. Any discussion on that? Any questions? 

Al.1 in favor? 
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f32x3rus of ayes.) 

CHAIR Wr~soN : Okay. Thank you. 

MS. Number 11, existing 

standards, for this device, is there anything that you 

would like to add about this device? 

CHAIR WILSON: Is there anything that 

anyone would like to add to this section? 

MS. SCHU : Then we need to vote on the 

form as they are completed and as a Class II device, 

CHAIRS WILSON: And we will vote on the 

two forms together. We need formal a proval to accept 

e informatio contained in the twa forms. yane 

who would like to make such a motion? 

THRUPP: I do. So moved, 

CAIRO WILSON: Ro I have a second? 

RR. KIN: Second. 

CHAIR WILSON: The motion is seconded.. 

Any discussion or last comments? All those in favor? 

(Chorus of ayes.) 

c The motion passes 

unanimously. 

Thank you. 

CAIRO WILSON: And thank you. At t 

oint J we can conclude the day's business. I 

would Iike to than everyone who attended today -- 
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guest panel members, panel members, and the FDA, 

particuLarly Drs. Brown and Ezzell for coming today, 

and if there is no further business, I would like to 

ad-j ourn. 

concluded. 

(Whereupon, at 438 p.m., the meeting was 

NEAL R. GROSS 
COURT REPORTERS AND TRANSCRIBERS 

1323 RHODE ISkJtND AVE., N.W. 
(202) 234-4433 WASH~NGTON~ D.C. 2~0~5-3?~1 ~.~~alr~rOSS.CO~ 




